THE anti-inflammatory effect of a small molecular weight antagonist of P-and E-selectin-dependent cell adhesion was examined. The glycolipid sulphatide was shown to block the adherence of thrombin-activated rat platelets to HL-60 cells. This interaction is known to be dependent on P-selectin. The rat dermal reverse passive Arthus reaction was used to assess the effect of sulphatide on a neutrophil dependent inflammatory response. Sulphatide dosedependently blocked both the vascular permeability increase and cell infiltration after intraperitoneal administration. These results show that a small molecular weight compound which blocks P-and E-selectin dependent adhesion in vitro can effectively block the inflammation due to immune complex deposition. A compound with this type of profile may have therapeutic potential in the treatment of immune complex mediated diseases.
Introduction
During an inflammatory response leukocytes must adhere to the vascular endothelium before migrating into the extravascular space. P-and E-selectin are cell surface receptors that are expressed on activated endothelial cells. 1,2 P-selectin is also expressed on activated platelets. The selectins mediate, in part, the initial adhesion of leukocytes to the endothelial wall. These receptors have a similar extracellular domain structure including an N-terminal lectin-like domain, an epidermal growth factor related domain and several complement regulatory protein repeat elements. 4, 5 The lectin domain is analogous to other C-type Cai+-dependent lectins, suggesting that cell-cell adhesion mediated by selectins is 
Results and Discussion
Sulphatide is a mixture of 3-sulphated galactosyl ceramides in which the N-acyl fatty acid is primarily nervonic and lignoceric acid (Fig. 1) proteins. Galactosylceramide had no effect. The demonstration that sulphatide can block E-selectindependent adhesion is interesting in view of the reported finding that E-selectin does not bind to immobilized sulphatide. 4, 6 However, it is known that sulphated analogues of sLex can bind to E-selectin with a greater affinity than sLex. 12 Platelets are known to bind to HL-60 cells in a P-selectin dependent manner. '3 To show that sulphatide can block a cellcell interaction, we evaluated the effect on the adhesion of activated rat platelets to HL-60 cells by flow cytometry. Figure 3 shows that sulphatide dosedependently blocks this cell-cell adhesion. Taken together, these data show that sulphatide inhibits both human P-and E-selectin and that the effect can be extended across species to rat P-selectin. The role of P-selectin in the Arthus reaction has not been determined. However, P-selectin does play a role in neutrophil dependent lung injury, 7 and Pselectin deficient mice exhibit delayed inflammatory reactions 18 suggesting a role for this adhesion molecule in inflammation. Table 1 shows the doserelated inhibitory effect of sulphatide on vascular permeability and PMN infiltration. By contrast, the nonsulphated galactosylceramide at 100 mg/kg had no effect on vascular permeability or PMN infiltration. In data not shown, sulphatide had no effect on circulating PMN numbers. In addition, the antiinflanmtory effect was not due to endotoxin contami- Table 1 . Full thickness skin biopsies fixed in 10% buffered formalin were prepared as vertical sections and stained with H&E. 
